The latency of UDP-glucuronyltransferase in uitro is of considerable interest for the possible insights it offers into the way an intrinsic membrane-bound enzyme functions in uiuo. We propose a model to account for latency, in which UDP-glucuronyltransferase is incorporated into the cisternal side of the hepatic endoplasmic-reticular membranes (Fig. 1) .
With this topological arrangement, demonstration of the phospholipid-dependence of the transferase by using phospholipase C was much simplified by disruption of micro- 1972~ ) the existence of a trans-reticular permease for UDP-glucuronic acid (Pin Fig. 1) . Indirect evidence suggests that this permease may be greatly stimulated by physiological concentrations of UDP-N-acetylglucosamine and Mz+, and that it may contain or depend on thiol group(s), accessible to both freely and poorly membrane-permeant thiol-blocking agents (Winsnes, 1971) . Permease regulation is postulated to be a major means of regulating the rate of glucuronidation.
Indirect evidence for a UDP-glucuronic acid permease may be briefly summarized as follows. 2. Except when UDP-N-acetylglucosamine is functioning to prevent pyrophosphorolysis of a limiting quantity of UDP-glucuronic acid, its ability to stimulate glucuronidation is lost when microsomal fractions are disrupted (Winsnes, 1969 ; Berry et af., 1975) . Presumably the permease becomes redundant when UDP-glucuronic acid is given free access to the transferase.
3. Unlike the suggestion of Zakim & Vessey (1974), our model predicts that UDP-Nacetylglucosamine should stimulate glucuronidation at V,,,,,. and should not only exert effects on K,. Evidence indeed supports UDP-N-acetylglucosamine stimulation of glucuronidation when rates are measured at high (Pogell & Leloir, 1961) or at apparently saturating concentrations of UDP-glucuronic acid (Winsnes, 1972a ; C. Berry & T. Hallinan, unpublished work): in the last study 4m~-Mg'+ was also present.
4. Stimulation of glucuronidation by UDP-N-acetylglucosamine is selectively blocked by N-ethylmaleimide, even though this agent fails to block the maximum observable activity of the transferase expressed by membranolysis (Winsnes, 1971) . N-Ethylmaleimide does not appear to act therefore on the catalytic unit of UDP-glucuronyltransferase ('GT' in Fig. 1 
